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A. Patient information C. Suspect medication(s)
4. Weight 1. Name (give labeled strength & mfr/labeler, if known}

unk lbs §#1 unspecified acetaminophen product
or #2

kgs . Dose, fraquency & route used 3. Therapy dates {if unknown, give duration)
from/to (or best estimate}

B Adverse event or product problem

1. X Adverse event and/or Product problem (e.g., defects/malfunctions) {#! 1-1.5 g/day, po *1 4 days PTA
2. Outcommes stiributed to adverse event | #2 ) #2
{check all that apply} () disabilty 4. Diagnosis for use (indication) 5. Event sbated after use
() dean () congenntal anomaly #1 shoulder pain stopped or dose reduced
() Hfe-threstening (X) required intervention to pravant #1(X) Yes ( ) No ¢ ) N/A}
(X) hospitaization - initiai or prolonged v hOnii 2
(X) other: recovered 6. Lot # (if known) 7. Exp. date (if known) [#2 ( ) Yes ( ) No ¢ ) N/
f!.'ﬁmofmm 4. Date of this repont #1 Unknown #1 Unknown 8. Event resppeared aftar
unknown 09/21/00 #2 #2 reintroduction
— e M) Yes CHN (x)nn#
— s o
5. Describe event or problem 8. NDC # - for product problems only {if known}
Abstract # 6599 from the 2000 Annual Meeting of the American - - #2 () Yes ¢ ) No () un{!
Gastroenterological Association of fulminant hepatic failure 10. Concomitant medical products and therapy dates (exciude treatment of event)
(LIVER FAILURE) caused by the coexistence of APAP, hepatitis unknown (Sect B7 cont) condition gradually improved, despite
C virus & alcohol. According to abstract, a 62 yo AA female a dismal prognosis. Three weeks after admission, pt was DC.
w/ 8 hx of chronic ETOH use (approx 60g/day x 40 yrs) was Pt remains clinically stable & is followed as an outpt. Pt

admitted w/ abd pain, nausea, vomiting, jaundice, & altered is undergoing alcohol rehab & being congidered for HCV. tx.

mental status after ingesting 1-1.5 g/day of APAP for

shoulder pein during the & days preceeding admission. On PE, 1. Contact office - name/address {& mfring site for devices) [2. Phone number
At had grade 111 ENCEPHALOPATHY & icterus but no stigmata of McNeil Consumer Healthcare 215-273-7303
chronic liver disease. Initisl lab date: arterial pH=7.1, Medical Affairs 3 Report source
APAP=158.9 ug/ml, tbili=4.7 mg/dl, AST=19621 U/L, ALT=4545 7050 Camp Hill Road (check all that apply)|
U7L, PT=24.3, Cr=5.7 mg/dl, NH3=161 umol/L, Factor V=21%, ft. Washington, PA 19034 ¢ ) forsign
Factor VI1=17X. Serological profile revealed a (+) HCV anti- () study
body test w/a viral load of greater than 1 million. Pt sat- (X) literature
isfied all poor prognostic criteria of APAP induced-fulmin- ( ) consumer
ant hepatic failure identified by King’s college criteria & | . hesith
other prognostic methods. Pt was tx’d w/NAC within 6 hrs of 4. mmm by manufacturer|5. (X) professional
presentation. Pt’s 12-day ICU course was (See Sect 87) 09721700 (A) NDA # 19-872 € ) user facility
6. 1f IND, protocol # IND #
- A s Cy ST e
6. Ralevant tests/laboratory data, including dates pre-1938 ( ) Yes ¢ ) distributor
Initial lab data: arterial pH=7.1, APAP=158.9, tbili=4.7 7. Type of report ¢ ) other:
(peak value 32.4), AST=19621, ALT=4545, PT=24.3, € 5.7, (check al that apply) ooiuct () Yes
NH3=161, Factor V=21% & Factor VII=17X, Hcv'an?ibody ( ) b5-day (X)w..daY B Adverss svent el
(EIA-11)=(+) w/ viral load greater than 1 million ¢ ) 10-day ¢ )periodic
(X) Initial ( )follow-up # LIVER FAILURE ENCEPHALOPATHY
N T re—— KIDNEY FAILURE  PANCREATITIS
APNEA COAGULATION DIS
1433451A SEPSIS MYOPATHY

7. Other rel history, includi 9 medita: Lu. “itions (a.g., allergies,
race, pregnancy, smokmg and alcohol use, hepanc/renal dvsfuncuon etc.)

hx of chronic ETON use (approx 60 g/day x 40 yrs) (Sect B5

E. Initial reporter
1. Name, address & phone #

cont) complicated by multi-system organ failure: acute renal Vivek Kaul
failure (KIDNEY FAILURE), PANCREATITIS, ARDS, respiratory Albert Einstein Medical Center OCT 03 2000
failure (APNEA), intravascular coagulopathy (COAGULATION 5501 otd York Road
JISORDER), bacterial peritonitis, SEPSIS & rhabdomyolysis Philadelphia, PA 19141
I (MYOPATHY). With aggressive care, pt’s (See Sect C10) 2. Heaith professional? |3. Occupation 3. Initial reporter also
sent report to FDA
Submission of a report does not constitute an
m admission that medical personnel, user facility, (X) Yes ( ) No () Yes ( ) No (X) Unk
distributor, manufacturer or product caused or

Facsimile Form 3500A  contributed to the event. OCT 02 2000
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C virus & alcohol. According to abstract, a 62 yo AA female a dismal prognosis. Three weeks after admission, pt was DC.
w/ a hx of chronic ETOH use (spprox 60g/day x 40 yrs) was Pt remains clinically stable & is -followed as an outpt. Pt

is undergoing alcohol rehab & boi
G. All manufacturers

admitted w/ abd pain, neuses, vomiting, jaundice, & altered g considered for HCV tx.

mental status after ingesting 1-1.5 g/day of APAP for

shoulder pain during the 4 days preceeding admission. On PE, 1. Contact office - name/address (& mfring site for devices) ]2. Phone number
t had grode 111 ENCEPHALOPATHY & icterus but no stigmata of McNeil Consumer Healthcare 215-273-7303
chronic liver disease. Initial lab data: arterial piH=7.1, Nedical Affairs 3 Ropori source
APAP=158.9 ug/ml, tbili=4.7 mg/dl, AST=19621 U/L, ALT=4545 7050 Camp Hill Road {check all that apply!
U/7L, PT=24.3, Cr=5.7 mg/dl, Ni{3s161 umoi/L, Factor V=21X, Ft. Washington, PA 19034 ¢ ) foreign
Factor VII=17X. Serological profile revealed a (+) HCV anti- ’ ¢ ) study
body test w/a viral load of greater than 1 million. Pt sat- (X) Htorature
isfied all poor prognostic criterfa of APAP fnduced-fulmin- ’ ¢ ) consumer
ant hepatic failure identified by King’s college criteria & . hesith
other prognostic methods. Pt was tx’d W/NAC within 6 hrs of 4. m mﬂwmm 5. (X) professionsal
presentation. Pt’s 12-day ICU course was (See Sect 87) 09721700 (A} NDA # 19-872 ¢ ) user facility
6. I’ "D, protocol # IND # v
PLA # " € ) representative
6. Relevant tests/laboratory data, including dates pro-1838 ( ) Yes ¢ ) distributor
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(X) initial ( )follow-up # LIVER FAlLUi!E ENCEPHALOPATHY
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APNEA COAGULATION DIS
7. Other relevant history, including pnnlslhg mediceal conditions (e.g., aliergies, 14334517 . SEPS1S MYOPATHY
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cont) complicated by multi-system organ failure: acute renal Vivek Kaul
failure (KIDNEY FAILURE), PANCREATITIS, ARDS, respiratory Albert Einstein Medical Center .
failure (APNEA), intravascutar coagulopathy. (COAGULATION 5501 old York Road OCT 0 3 ?ﬂﬂli
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"6596

DAILY INTERFERON ALPHA 2B AND RIBAVIRIN COMBINA-
TION THERAPY FOR CHRONIC HEPATITIS C PATIENTS WHO
HAVE RELAPED OR NOT RESPONDED TO PREVIOUS TREAT-
MENT: ONE YEAR TREATMENT RESULTS.

Zeki Karasu, Ahmet O. Gurakar, Ahmad S, Jazzar, Carolyn Emmeit. Greg
C. McMillon, Bakr M. Nowr. Harlan 1. Wright. INTEGRIS Baptist Med
Cir, Zuhdi Transplant Institute, Oklahoma City, OK.

BACKGROUND: Interferon (IFN) alpha 2b and ribavirin combination has
increased success rate in the treatment of chronic hepatitis C, The optimal
dose, frequency and duration of this combination treatment is not yet clear.
Some reports on itis C virus kinetics suggest that daily IFN is more
edvantageous thas . administration. We investipated the efficacy of
long-term (12 month) daily IFN alpha 2b and Ribavirin combination
therapy for chronic hepatitis C patients, who have either relapsed or not
previous IFN llrll 2b therapy. METHODS: Between Scp-
tember 1997 and March 1998, 25 roncirthotic hepatitis C patients with
mean age of 44.0 = 6.9 years were enrolled in an attempt 10 treat protocol.
Thirteen were males and 12 were females. Putienis were administered daily
3 MU IFN alpha 2b SQ as well as daily Ribavirin PO at s dose of
1000-1200 mg. Serum were drawn weekly for the first moath and
thea oa a monthly basis for liver function tests and complele
blood count. Serum HCV-RNA was tesied at 12 and 48th week of treat-
ment. Treatment fallures were described as HCV-RNA positivh{lg the end
ol the 48th week of tresment. RESULTS: Pre-treatmient scrum
memmom»smo.ooowﬂwn-msm of
SJSMTadofIS(M)ofpoﬁemmmvedﬁmwemocd
because of moncompliance (2), snemia (2), fatigue (3), skin lesions (3),
depression (3), broachaspasm (1) aad retinal hemorrhage (1). Of the ten
ients who completed the study, 7 patients needed reduction of
E'bavi;i;uiuouiuly “:6':( a:emil. uv::’ ‘2“3“: and rash. Bight of this
relapsers previous nonres )
& -RNAneguiveuthuudollhulﬂ:mk.Tnuﬂm
mmmmwmmmummmuwu
! for the
t

mm,ﬂsmiuumb”l«hwhohgmpm

rela CONCLUSION: A fisther studics on larger patient pop-
mm‘mm.wﬁmi data suggests daily IFN alpha 2b and
Ribaviria combination to be highly effective, cq:ech‘y uno-u’elnpoen.
High drop out rate scems to be the most limiting factor for | of
treatment. Also, paticats who have not peevi y responded to [FN 2b can
be considered to be a reasonable Bmonhehigp‘ri:kof
uenialudfdmﬂuidivmmdmmm;. SCLO-
Sm&ﬂkfmﬁmfundedinmbyamfmlmgmd

6597

DAILY USE OF CONSENSUS INTERFERON FOR CIIRONIC
HEPATITIS C AMONG PATIENTS WHO HAD RELAPSED OR
NOT RESPONDED TO PREVIOUS TREATMENT WITH ALPHA
INTERFERON 2B: ONE YEAR TREATMENT RESULTS.

Zeki Karase, Ahmet O. Gurakar, Ahmad' S. Jazzar, Carol{a Emmett,
Sandettia Helagu, Mujdat Balkan, Baks M. Nour, Harlaa I. Wright, IN-
TEGRIS Baptist Med Cir, Zuhdi Transplant Institute, Oklahoma ty, OK.

BACKGROUND: Consensus interferon (CIFN) is a SPNLL . FECT.vinam
Type | interferon which has been recentl approved for ireatment of
hepatitis C on the basis of TIW usage. lis and safety is reported to
be 10 other aipha [FNs. There is limited data available about
daily use of CIFN. A study was designed o investigate eﬂ'wacf of
daily CIFN in patients who have relapsed or not respoaded to previous {FN
alpha 2b treastment. METHODS: Beiween February and August 1998, a
total of L1 (7 male, 4 female) noncirrhotic patients with a mean age of
45.8 = 9.3 were earolled into the study. Five were nonrespoaders and 6
were relapsers. Protocol consisted of daily 15 meg dose CIFN for the initial
8 weeks followed by daily 9 mcg dose for the following 40 weeks, to
complete 1 year of treatment. Serum samples were drawn bi-weekly for the
first month snd then monthly, for liver function tests and complete blood
count. Serum HCV-RNA was tested st the 12th and 48ih week of treat-
ment, Treatment failure is described as HCV-RNA positivity at 48th week.
RESULTS: All 11 patients completed one year treatment regimen and alt
were evaluated for virological response. Four patients (44%) needed dose
reduction {0 9 mcq before the end of the Bth week of treatment because of

*

in cg:hu.
VImo question the notion of IFN-a as 2 L-biasing cytokine,

20001210

AASLD Al43s

fatigue and/or leukopenia. Pre-ireatment serum HCV-RNA levels of pa-
tients were between 20,000 and 1,100,000 copies per mL with a medium
of 345,000. As a whole, 8 (72%) patients became serum HCV-RNA
negative. Of these, 60% (3/5) were amon, previous nonresponders and
8'3%.; (3/6) were among previous relapsers. HCV-RNA clearance rotes were
simifar at 12th and 48th week. CONCLUSION: Our data suggests that
daily use of CIFI‘_J provides encouraging results g relapsers and
nonresponders. Patients tolerated daily administration of EIFN aicly well
with no increase in the incidence of side effects. It is suggested that daily
and TIW based treatment options need to be further investignted.

6598

INTERFERON ALPHA THERAPY DECREASES CIRCULAT,

lAnmhu RI%KUK‘IVN-'}U I.E‘JE!{ mPATl’I‘lsl C PATIENTS. ING
r Kaser, Wolfgang Voge Tilg, Univ Hosp, Dept of Gag

eaterology and Hepatology, Inasbruck, Aus‘tria. . ept of Gastro-

lnlcrleukin-ls_ (IL-1B) is a newly discovered cytokine derived from mac-
rophages sharing many biological progerties with IL-12, Recent reports
ovide evidence that IL-18 is a major mediator of liver injury in mice.
R'eceullx we observed that circulating IL- 18 levels in cirthotic paticnls are
substaniially clevated. Therefore we set out to explore the influence of
IFN-a as the mainstay of treatmest In viral hepatitis, on IL-I18 levels in
hepatitis C patients. Five female and 9 male ients were treated with
high-dase IFN-a (1X10” 1U) sc and IL-18 lev were axsessed & 0, 2, 6,
12, 24, 48, 72 hours, and 7d, |1d, 144, 17d, 214, 244 and 284 aficr
institution of therspy. While no significant short
(1132 25pg/mb at Ob vo 53 15;'./...1 day-28,
z 'ml at Oh vs 3 on day-28, p=0.05). Therefore we
::g:n lKg IFN-c might exert its clinically beneficial effects by down-
lating a major

6599

FULMINANT HEPATIC FAILURE CAUSED BY TIR COEXIST- »
5]3(‘:.8 OF ACETAMINOPHEN, HEPATITIS C VIRUS AND ALCO-

Vivek Kaul, Angel Fernandez, David Sass, Sandhya Khurana, Rafact E.
Pena, Santiago J. Munoz, ALBERT EINSTEIN Med Cir, Philadelphia, PA;
SUNY DOWNSTATE Med Cir, Brookiyn, NY. Klelphis,
Introdaction: Chroaic alcoholism is a tisk factor for severe acetaminophen
(APAP) hepatotonicity, Imllﬂ;l:f cases with intake of APAP within ther-
amlc nrange. Given the relati vely hig,fuqmy of akoholism (ETOH),
chronic bepatilis C virus infection (HCV) and APAP usage, it is impostant
to study the effects of these three offending agents when simultaneously
present in a patient. Case: We describe a 62 yr. old African-American
woman with & h gfchmkmﬂm(mwﬁhyfadoym)
admitied with abdominal pain, nausea, vomitin jaundice and altered
mental status after ingesting 1-1.5 giday of APAPfot shoulder pain durin
the 4 days preceding sdmission. On physical examination, she had grade 11
encephalopathy and icterus bt no stigmata of chronic liver disease. Initial
lsboratory data: asterial pH: 7.1; APAP level: 1589 {therapeutic
range:10-25 ug/mi)y; bilirubin: 4.7 mp/dl (peak value: 32.4 mgidl);
AST: 19.621 ULL; ALT: 4,545 UAL; in lime: 24.3 sec.; crenti-
: Factor V: 21% amd Factor VII:

nine: 5.7 mg/dl; ammonia: 161

17%. Serological le revealed .e‘rnsi«ive HCV antibody test (EIA-11)
with a viral load of > | million (HCV RNA PCR). The patient satistied
all of the poor ic criteria of APAP induced-fulminant hepatic
failure identified by King's College criteria and uther progaustic methods.
N-acetylcysteine administration was begun within 6 hours of presentation,
The patient’s iwelve-day ICU course was complicated by multi-system
organ failure (acutc renal faiture, atitis, ARDS with respiraiory
failure, intravascular coa lopathy, ial peritonitis, sepsis and thab-
domyolysis). However, with aggressive eﬁﬁnr:m the patient’s condition
gradually improved, despite a dismal prognasis. She was discharged hoine
three weeks after admission. She remaing clinically stable and is followed
as an outpatient. She is cumenti undergoing alcohol rehabilitation in
preparation for consideration for HCV antiviral therapy. Conclusion: This
puticnt demonstrates that even when three major causes of liver injury
simultancously co-exist in an individual and induce fulminant hepatic
failure meeting the criteria for a worse Prognosis, aggressive and persistent
intensive medical care may lead to recovery without the need for liver

transplantation.
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